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(2) INFORMATION FOR SEQ ID NO: 7: 

(i) SEQUENCE CHARACTERISTICS : 

(A) . LENGTH: 27 base pairs 

(B) TYPE: nucleic acid 

(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 
(iii) HYPOTHETICAL: NO 
(iii) ANTI-SENSE: NO 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO 
CAAGG AC AC C GCTGAGGGCG CCGAGCT 
(2) INFORMATION FOR SEQ" ID NO: 8: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 19 base pairs 

(B) TYPE: nucleic acid 

(C) STRANDEDNESS: single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 
(iii) HYPOTHETICAL: NO 
(iii) ANTI-SENSE: YES 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO 
CGGCGCCCTC AGCGGTGTC 
(2) INFORMATION FOR SEQ ID NO: 9: 
(i) SEQUENCE CHARACTERISTICS: 
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(A) LENGTH: 27 base pairs 

(B) TYPE: nucleic acid 
"(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 
(iii) HYPOTHETICAL: NO 
(iii) ANTI-SENSE: NO 



(xi) SEQUENCE DESCRIPTION : SEQ ID NO: 9: 
CAAGGACACC CCTGCAGGCG CTGAGCT 
(2) INFORMATION FOR SEQ ID NO: 10: 

(i) SEQUENCE CHARACTERISTICS: - 

(A) LENGTH: 19 base pairs 

(B) TYPE: nucleic acid 

(C) STRANDEDNESS: single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 
(iii) HYPOTHETICAL: NO 
i iii) ANTI -SENSE: YES 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 10: 
CAGCGCCTGC AGGGGTGTC 19 
(2) INFORMATION FOR SEQ ID NO: 11: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 27 base pairs 

(B) TYPE: nucleic acid 

(C) STRANDEDNESS : single 
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(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 
(iii) HYPOTHETICAL: NO 

(iii) ANTI-SENSE: NO 

(Xi) SEQUENCE DESCRIPTION: SEQ ID NO: 11: 
CAAGGACACC CCTGAGGGCG CCGCCCT 
(2) INFORMATION FOR SEQ ID NO: 12: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 23 base pairs 

(B) TYPE: nucleic acid 

(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 

(iii) HYPOTHETICAL: NO 
(iii) ANTI -SENSE : YES 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 12: 
AGGGCGGCGC CCTCAGGGGT GTC 
(2) INFORMATION FOR SEQ ID NO: 13: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 27 base pairs 

(B) TYPE: nucleic acid 

(C) STRANDEDNESS: single 

(D) TOPOLOGY: linear 



(ii) MOLECULE TYPE: DNA (genomic) 
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(iii) HYPOTHETICAL: NO 
(iii) ANTI-SENSE: NO 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 13: 
CAAGGACACC CCTGCAGGCG CCGCCCT 27 
(2) INFORMATION FOR SEQ ID NO: 14: 

(i) SEQUENCE CHARACTERISTICS : 

(A) LENGTH: 23 base pairs 

(B) TYPE: nucleic acid 

(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 
(iii) HYPOTHETICAL : NO 
(iii) ANTI- SENSE: YES 



(xi) SEQUENCE DESCRIPTION: SEQ IDNO: 14: 
AGGGCGGCGC CTGCAGGGGT GTC 
(2) INFORMATION FOR SEQ ID NO : 15: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 27 base pairs 

(B) TYPE: nucleic acid 

(C) STRANDEDNESS: single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 
(iii) HYPOTHETICAL: NO 
(iii) ANTI-SENSE : NO 
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(xi) SEQUENCE DESCRIPTION : SEQ ID NO: 15: 



CAAGGACGCT CCGGAGGGCG CCGCCCT 2 7 

(2) INFORMATION FOR SEQ ID NO: 16: 



(i) SEQUENCE CHARACTERISTICS: 
(A) "LENGTH: 23 base pairs 
(S) TYPE: nucleic acid 

(C) STRANDEDNES5 : single 

(D) TOPOLOGY: linear 



(ii) MOLECULE TYPE: DNA (genomic) 
;iii) HYPOTHETICAL: NO 
(iii) ANTI-SENSE: YES 



(xi) SEQUENCE DESCRIPTION : SEQ ID NO: 16: 



AGGGCGGCGC CCTCCGGAGC GTC 2 3 

(2) INFORMATION FOR SEQ ID NO: 17: 



(i) SEQUENCE CHARACTERISTICS : 

(A) LENGTH: 27 base pairs 

(B) TYPE: nucleic acid 

(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 
(iii) HYPOTHETICAL: NO 
(iii) ANTI-SENSE: NO 



(xi) 



SEQUENCE DESCRIPTION: SEQ ID NO: 17: 
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27 



(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 19 base pairs 

(B) TYPE: nucleic acid 

(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 
(iii) HYPOTHETICAL: NO 
(iii) ANTI-SENSE: YES 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO : 18: 
CTGCACCCGC CGGGG CATC 

(2) INFORMATION FOR SEQ ID NO : 19: 

(i) SEQUENCE CHARACTERISTICS.:. 

(A) LENGTH: 27 base pairs 

(B) TYPE: nucleic acid 

(C) STRANDEDNESS: single 
CD) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 

(iii) HYPOTHETICAL: NO 

(iii) ANTI -SENSE: NO 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 19: 
CAAGGATGCT CCGGCCGGTG CGGCCCT 
(2) INFORMATION FOR SEQ ID NO : 20: 
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(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 23 base pairs 

(B) , TYPE: nucleic acid 

(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 
(iii) HYPOTHETICAL: NO. 
(iii) ANTI-SENSE: YES 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 20: 
AGGGCCGCAC CGGCCGGAGC ATC 
(2) INFORMATION FOR SEQ ID NO: 21: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 34 base pairs 

(B) TYPE: nucleic acid 

(C) STRANDEDNESS: single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 
(iii) HYPOTHETICAL: NO 
(iii) ANTI-SENSE:, NO 



(xi) SEQUENCE DESCRIPTION : SEQ ID NO: 21: 
CAAGGACCTC AAACCATGGT ATGAGCCCAT ATAC 
(2) INFORMATION FOR SEQ ID NO: 22: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 26 base pairs 

(B) TYPE: nucleic acid 
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(C) STRANDEDNESS: single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA (genomic) 
(iii) HYPOTHETICAL: NO 
(iii) ANTI -SENSE : YES 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 22: 
ATGGGCTCAT ACCATGGTTT GAGGTC 

(2) INFORMATION FOR SEQ ID NO : 23: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 6 amino acids 

(B) TYPE: amino acid 
(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: peptide 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 23: 

Thr Pro Glu Gly Ala Glu 
1 5 



(2) INFORMATION FOR SEQ ID NO: 24: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 17 amino acids 

(B) TYPE: amino acid 

(C) STRANDEDNESS: single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: peptide 
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(ix) FEATURE: 

(A) NAME /KEY : Mcdif ied-site 

(B) LOCATION: 1 

(D) OTHER INFORMATION: /note* "Biot in-Gly-Gly is coupled 
to the N-terminus of the peptide" 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 24: 

Cys Gly Pro Lys Asp Thr Pro Glu Gly Ala Glu Leu Lys Pro Trp Tyr 
1 ^ ' 5 10 15 



Cys 



(2) INFORMATION FOR SEQ ID NO: 25: 

(i) SEQUENCE CHARACTERISTICS : 

(A) LENGTH: 17 amino acids 

(B) TYPE: amino acid 

(C) STRANDEDNESS : single 
{ D ) TOPOLOGY : 1 inear 

(ii) MOLECULE TYPE : peptide 



(ix) FEATURE: 

(A) NAME /KEY : Binding-site 

(B) LOCATION: 1 

(D) OTHER INFORMATION: /note- "Biotin-Gly-Gly is coupled 
to the N-terminus of the peptide" 



(xi) SEQUENCE DESCRIPTION : SEQ ID NO: 25: 

Cys Gly Gin Arg Glu Thr Pro Glu Gly Ala Glu Ala Lys Pro Trp Tyr 



Cys 
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(2) INFORMATION FOR SEQ ID NO: 26: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 9 amino acids 

(B) TYPE: amino acid 

(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: peptide 



(ix) FEATURE: 

(A) NAME /KEY : Binding-site 

(B) LOCATION: 1 

(D) OTHER INFORMATION: /note- "Biot in-Gly-Gly is coupled 
to the N-terminus of the peptide" 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 26: 

Cys Thr Pro Glu Gly Ala Glu Cys 
1 5 



(2) INFORMATION FOR SEQ ID. NO: 27: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 9 amino acids 

(B) TYPE: amino acid 

(C) STRANDEDNESS: single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: peptide 



(ix) FEATURE : 

(A) NAME/KEY: Binding-site 

(B) LOCATION: 1 

(D) OTHER INFORMATION: /note- "Biot in-Gly-Gly is coupled 
to the N-terminus of the peptide" 
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(xi) SEQUENCE DESCRIPTION : SEQ ID NO: 27: 

Glu Gly Ala Glu Leu Lys Pro Trp Tyr 
1 5 



(2) INFORMATION FOR SEQ ID NO: 28: 

(i) SEQUENCE CHARACTERISTICS : 

(A) LENGTH: 3 amino acids 

(B) TYPE: amino acid 

(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: peptide 



(ix) FEATURE: 

(A) NAME /KEY : Binding-site 

(B) LOCATION: 1 

(D) OTHER INFORMATION: /note* "Biot in-Gly-Gly is coupled 
to the N-terminus of the peptide" 



(xi.) SEQUENCE DESCRIPTION: SEQ ID NO: 28: 

Thr Pro Glu 
1 

(2) INFORMATION FOR SEQ ID NO: 29: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 8 amino acids 

(B) TYPE: amino acid 

(C) STRANDEDNESS: single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: peptide 



(ix) FEATURE: 
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(A) NAME/KEY: Modif ied- S it e 
<B) LOCATION: 1..8 

(D) OTHER INFORMATION: /note= "D amino acids" 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 29: 

Cys Thr Pro Glu Gly Ala Glu Cys 
1 5 



(2) INFORMATION FOR SEQ ID NO : 30: 

(i) SEQUENCE CHARACTERISTICS : 

(A) LENGTH: 8 amino acids 

(B) TYPE: amino acid 

(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: peptide 



(ix) FEATURE: 

(A) NAME /KEY : Binding-site 

(B) LOCATION: 1 

(D) OTHER INFORMATION: /note- "Biotin-Gly-Gly is coupled 
to the N-terminus of the peptide" 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 30: 



Cys Ala Pro Glu Gly Ala Glu Cys 
1 5 



(2) INFORMATION FOR SEQ ID NO: 31: 



(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 8 amino acids 

(B) TYPE: amino acid 

(C) STRANDEDNESS: single 
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(D) TOPOLOGY: linear 
(ii) MOLECULE TYPE: peptide 



(ix) FEATURE: 

(A) NAME/ KEY : Binding-site 

(B) LOCATION: 1 

(D) OTHER INFORMATION: /note- "Biot in-Gly-Gly is coupled 
to the N-terminus of the peptide" 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 31: 

Cys Thr Ala Glu Gly Ala Glu Cys 
1 5 



(2) INFORMATION FOR SEQ ID NO: 32: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 8 amino acids 

(B) TYPE: amino acid 

(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE : peptide 



(ix) FEATURE: 

(A) NAME /KEY : Binding-site 

(B) LOCATION: 1 

(D) OTHER INFORMATION: /note- " Biot in-Gly-Gly is coupled 
to the N-terminus of the peptide" 



(xi) SEQUENCE DESCRIPTION : SEQ ID NO: 32: 

Cys Thr Pro Ala Gly Ala Glu Cys 
1 5 
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(2) INFORMATION FOR SEQ ID NO: 33: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 8 amino acids 

(B) TYPE: amino acid 

(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: peptide 

(ix) FEATURE: 

(A) NAME /KEY : Binding-site 

(B) LOCATION: 1 

(D) OTHER INFORMATION: /note- "Biot in-Gly-Gly is coupled 
to the N- terminus of the peptide" 

(xi) SEQUENCE DESCRIPTION: SEQ ID NO: 33: 

Cys Thr Pro Glu Ala Ala Glu Cys 
1 5 



(2) INFORMATION FOR SEQ ID NO: 34: 

(i) SEQUENCE CHARACTERISTICS: 

(A) LENGTH: 8 amino acids 

(B) TYPE: amino acid 

(C) STRANDEDNESS: single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: peptide 



(ix) FEATURE: 

(A) NAME/KEY: Binding-site 

(B) LOCATION: 1 

(D) OTHER INFORMATION: /note= "Biot in-Gly-Gly is coupled 
to the N-terminus of the peptide" 
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(xi) SEQUENCE DESCRIPTION : SEQ ID NO: 34: 

Cys Thr Pro Glu Gly Ala Ala Cys 
1 5 
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CLAIMS 

1. A tumor necrosis factor mutein characterized in that the TNF-a 
amino acid sequence is mutated, or deleted totally or partially, 
in the region extending from amino acid position at 101 to 116 
in such a way that : 

- either the lectin-like activities are modulated with respect 
to TNF-a, 

- and/or the toxic activity is reduced with respect to TNF-a, 

- and/or the inflammatory cytokines inducing capacities are 
modulated with respect to TNF-a, 

- and/or the adhesion molecules inducing capacities are modulated 
with respect to TNF-a, 

- and/or the metastasis promoting activity is reduced with 
respect to TNF-a, 

- and/or the half life time is increased with respect to TNF-a, 
and providing that these TNF-a muteins have preferentially 
retained the tumoricidal activity of TNF-a, and providing that 
said TNF muteins are different from human TNF-a wherein amino 
acids 1 to 8 are replaced by a sequence within the region 
spanning amino acids 5 to 3 0 of laminin, and providing that said 
TNF muteins are different from human TNF-a wherein: 

amino acid position 101 is Ser, hTNF-a wherein amino acid 
position 102 is Arg or deleted, hTNF-a wherein amino acid 
position 103 is Trp, hTNF-a wherein amino acid position 105 is 
Pro, hTNF-a wherein amino acid position 105 is lie, hTNF-a 
wherein amino acid position 105 is lie and position 44 is Cys , 
hTNF-a wherein amino acid position 106 is Ser, hTNF-a wherein 
amino acid position 106 is Ser and position 131 is Cys, hTNF-a 
wherein amino acid position 108 is Phe, hTNF-a wherein amino acid 
position 110 is Lys, hTNF-a wherein amino acid positions 111 to 
112 are -deleted, hTNF-a wherein amino acid position 112 is 
deleted or Met, hTNF-a wherein amino acid position 111 is deleted 
and amino acid positions 109 and 120 are respectively Gin and 
His, hTNF-a wherein amino acid position 115 is lie or Cys, hTNF-a 
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wherein amino acid position 116 is Lys, His or Val, hTNF-a 
wherein amino acid positions 115-116 are Ile-Lys; 
and with said TNF muteins possibly containing in their peptidic 
chain outside the region spanning amino acids 101 to 116 of TNF- 
ct, additional modifications consisting of substitutions and/or 
deletions and/or additions of one or several amino acid residues, 
and with said muteins being characterized in that they have 
retained the aforementioned activities; or a pharmaceutically 
acceptable salt thereof. 

2. A TNF mutein according to claim 1, further characterized in 
that the lectin-like activities are modulated with respect to 
TNF -Of . 

3. A TNF . mutein according to any of claims 1 or 2 , further 
characterized in that the lectin-like activities are increased 
with respect to TNF-a? . 

4. A TNF mutein according to any of claims 1 or 2 , further 
characterized in that the lectin-like activities are reduced with 
respect to TNF -a . 

5. A TNF mutein according to claim 1, further characterized in 
that the toxic activity is reduced with respect to TNF-a . 

6. A TNF mutein according to claim 1, further characterized in 
that the inflammatory cytokine inducing capacities are modulated 
with respect to TNF-a. 

7. A TNF mutein according to any of claims 1 or 6 , further 
characterized in that the inflammatory cytokine inducing 
capacities are increased with respect to TNF-a . 

8. A TNF mutein according to any of claims 1 or 6, further 
characterized in that the inflammatory cytokine inducing 
capacities are reduced with respect to TNF-a. 
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9. A TNF mutein according to claim 1, further characterized in 
that the adhesion molecule inducing capacities are modulated with 
respect to TNF-a. 

10. A TNF mutein according to any of claims 1 or 9 , further 
characterized in that the adhesion molecule inducing capacities 
are reduced with respect to TNF-a. 

11. A TNF mutein according to any of claims 1 or 9/ further 
characterized in that the adhesion molecule inducing capacities 
are increased with respect to TNF-or . 

12. A TNF mutein according to claim 1, further characterized in 
that the metastasis promoting activity is reduced with respect 
to TNF-a . 

13. A TNF mutein according to any of claims 1 to 12, further 
characterized in that the tumoricidal activity is retained with 
respect to TNF-a. 

14. A TNF mutein according to any of claims 1 to 12, further 
characterized in that the tumoricidal activity is reduced with 
respect to TNF-a. 

15. A TNF mutein according to any of claims 1 to 14, further 
characterized in it shows an increased half life time with 
respect to TNF-a. 

16. A TNF mutein according to any of claims 1 to 15, 
characterized in that at least part of the. region extending from 
amino acid positions 101 to 116 of TNF-a, or the complete region 
corresponding to amino acid positions 101 to 116 of TNF-a has 
been deleted, and preferably at least the region covering amino 
acid positions 105 to 110 has been deleted. 
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17. A TNF mutein according to any of claims 1 to 15, 
characterized in that at least one of the amino acids in the 
region extending from amino acids 101 to 116 of TNF-a, and 
preferably at least one of the amino acids in the region 
extending from amino acids 105 to 110, has been mutated or 
deleted. 

18 . A Nucleic acid sequence encoding any of the polypeptides 
according to claims 1 to 17 . 

19. A process for the preparation of the polypeptides according 
to any of claims 1 to 17, comprising the steps of: 

- transformation of an appropriate cellular host with a 
vector, particularly a plasmid, a cosmid, a phage or a, virus, in 
which a nucleic acid sequence according to claim 18 coding for 
at least one of the polypeptides according to any of claims 1 to 
17 has been inserted (insert) under the control of the 
appropriate regulatory elements, particularly a promoter 
recognized by the polymerases of the cellular host and, in the 
case of a procaryotic host, an appropriate ribosome binding site 
(RBS) , enabling the expression in said cellular host of said 
nucleic acid sequence, 

- culture of said transformed cellular host under conditions 
enabling the expression of said insert. 

20. A TNF mutein according to any of claims 1 to 17, for treating 
illnesses and pathological conditions such as, sepsis, septic 
shock, Gram negative sepsis, endo- toxic shock, toxic shock 
syndrome, cachexia, microbial infections, rheumatoid arthritis, 
inflammatory conditions, respiratory distress syndrome , pulmonary 
fibrosis , infections , graf t-versus-host-disease , reperf usion 
damage such as myocardial ischaemia, AIDS, cancer, cerebral 
malaria, immunosuppression, etc. 

21. A pharmaceutical composition, containing as active substance, 
at least anyone of the TNF mutein polypeptides according to any 
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of claims l to 17, in association with a pharmaceutical 
acceptable vehicle. 



22. Use of a TNF mutein characterized in that the TNF-a amino 
acid sequence is mutated, or deleted totally or partially, in the 
region extending from amino acid position at 101 to 116 in such 
a way that : 

- either the lectin-like activities are modulated with respect 
to TNF-a, 

- and/or the toxic activity is reduced with respect to TNF-a, 

- and/or the inflammatory cytokines inducing capacities are 
modulated with respect to TNf-a, 

- and/or the adhesion molecules inducing capacities are modulated 
with respect to TNF-ar, 

- and/or the metastasis promoting activity is reduced with 
respect to TNF-a, 

- and/or show an increased half life time with respect to TNF -a, 
and providing that these TNF-a muteins have preferentially 
retained the tumoricidal activity of TNF-a, 

and with said TNF muteins possibly containing in their peptidic 
chain outside amino acid region 101 to 116 of TNF -a, additional 
modifications consisting of substitutions and/or deletions and/or 
additions of one or several amino acid residues, and with said 
muteins being characterized in that they have retained the 
aforementioned activities,- or a pharmaceutical]^ acceptable salt 
thereof, for the preparation of a medicament for treating 
illnesses and pathological conditions, such as, sepsis, septic 
shock, Gram negative sepsis, endo- toxic shock, toxic shock 
syndrome, cachexia, microbial infections, rheumatoid arthritis, 
inflammatory conditions, respiratory distress syndrome, pulmonary 
fibrosis, infections, graft -versus -host -disease, reperfusion 
damage such as myocardial ischaemia, AIDS, cancer, cerebral 
malaria, immunosuppression, etc. 

23. Use of an antibody specifically detecting an epitope residing 
in the region comprising amino acids 101 to 116 of TNF-o?, more 



WO 94/18325 



109 

particularly a monoclonal antibody, characterized in that it: 

- either modulates the lectin-like activities of TNF-a, 

- and/or inhibits the toxic activity of TNF-a, 

- and/or modulates the inflammatory cytokines inducing capacities 
of TNf -or, 

- and/or modulates the adhesion molecules inducing capacities of 
TNF-a, 

- and/or inhibits the metastasis promoting activity of TNF -a, 
for the preparation of a medicament for treating TNF-induced 
septic shock or illnesses or pathological conditions associated 
with the in vivo activities of TNF-a . 

24 . Use of an immunological complex comprising a monoclonal 
antibody according to claim 23, and complete TNF-a, for the 
preparation of a medicament for treating illnesses such as 
tumors . 

25. Use of an antisense peptide of a peptide comprising at least 
part of the region 101 to 116 of TNF-a, more particularly a 
monoclonal antibody, characterized in that it : 

- either modulates the lectin-like activities of TNF-a, 

- and/or inhibits the toxic activity of TNF-a, 

- and/or modulates the inflammatory cytokines inducing capacities 
of TNf-a, 

- and/or modulates the adhesion molecules inducing. capacities of 
TNF-a, 

- and/or inhibits the metastasis promoting activity of TNF-a, 
for the preparation of a medicament for treating TNF-induced 
septic shock or illnesses or pathological conditions associated 
with the lectin-like effects of TNF-a. 

26. Use of a complex comprising an antisense peptides according 
to claim 25 and TNF-a for the preparation of a medicament for 
treating illnesses such as tumors. 

27 . Use of an antibody or antisense peptide according to any of 
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claims 23 to 26, characterized in that said antibody or said 
peptide modulates the lectin-like activities of TNF-a. 

28. Use of an antibody or antisense peptide according to any of 
claims 23 to 26, characterized in that said antibody or said 
peptide inhibits the lectin-like activities of TNF-a. 

29. Use of an antibody or antisense peptide according to any of 
claims 23 to 26, characterized in that said antibody or said 
peptide stimulates the lectin-like activities of TNF-a. 

30. Use of an antibody or antisense peptide according to any of 
claims 23 to 26, characterized in that said antibody or said 
peptide inhibits the toxic activity of TNF-a. 

31. Use of an antibody or antisense peptide according to any of 
claims 23 to 26, characterized in that said antibody or said 
peptide modulates the inflammatory cytokines inducing capacities 
of TNF-a. 

32. Use of an antibody or antisense peptide according to any of 
claims 23 to 26, characterized in that said antibody or said 
peptide inhibits the inflammatory cytokines inducing capacities 
of TNF-a. 

33. Use of an antibody or antisense peptide according to any of 
claims 23 to 26, characterized in that said antibody or said 
peptide modulates the adhesion molecules inducing capacities of 
TNF-a. 

34. Use of an antibody or antisense peptide according to any of 
claims 23 to 26, characterized in that said antibody or said 
peptide inhibits the adhesion molecules inducing capacities of 
TNF-a. 

35. Use of an antibody or antisense peptide according to any of 
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claims 23 to 26, characterized in that said antibody or said 
peptide stimulates the adhesion molecules inducing capacities of 
TNF-a . 

36. Use of an antibody or antisense peptide according to any of 
claims 23 to 26, characterized in that said antibody or said 
peptide inhibits the metastasis promoting activity TNF-a. 

37. Use of an antibody or antisense . peptide according to any of 
claims 24 or 26, characterized in that said antibody or said 
peptide increases the half life time of TNF-a. 

38. Cells transfected with a^nucleic acid according to claim 18 
coding for the TNF muteins according to any of claims 1 to 17, 
said nucleic acid being inserted into any suitable vector, with 
said cells being preferably autologous cells derived from the 
patient (e.g. a cancer patient) to be treated with such 
compositions; and with said vector-insert combination being 
constructed in such a way as to allow continuous expression of 
the TNF mutein at either a constant level, or at a level which 
can be modified, depending on the exact nature of the vector used 
to make the vector- insert combination. 

39. Pharmaceutical composition containing as active substance 
transfected cells according to claim 38, in association with a 
pharmaceutical acceptable vehicle. 

40. Use of transfected cells according to claim 38, for the 
preparation of a medicament for treating illnesses such as 
cancer . 
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